PCT 

lAL PRELIMINARY EXAMIN/ 

(PCT Article 36 and Rule 70) 





JAR 2005 


[wipo 


7 PCT 



Applicant's or agent's file reference 
100927-1 WO 



International application No. 
PCTySE03>01931 



FOR FURTHER ACTION See Nptffica«on of Transmittal of International 

. Preliminary Examination Report (Form PCT/IPEAA16) 

international filing date (dayjfnonttiffear) 



11.12.2003 



Priority date (dayAnonthJi^ear) 
13.12.2002 




2. 



This REPORT consists of a total of 5 sheets, including this cover sheet. 

(see Rule 70.16 and Section 607 of the Administra?i?e?^s|^cSS^ '"^^^ "^^^^^ Authoi^ty 

These annexes consist of a total of sheets. 



This report contains indications relating to the following items: 
Basis of the opinion 
Priority 



1 


IS 


II 


□ 


III 


IS 


IV 


□ 


V 


IS 


VI 


□ 


VII 


□ 


VIII 


□ 



I explanations supporting such statement 
Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 



> step or industrial applicability; 




Date of submission of the demand 
22.06.2004 



"tailing address of the Intemationai 

preeminary examining authority: "*"«nai 

European Patent Office 
D-80298 Munich 



Date of completion of this report 
04.03.2005 



Authorized Officer 
Schuemacher, A 

Telephone No. +49 89 2399-7818 



IJ)) 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/SE 03/0 1 93 1 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 



Description, Pages 

1 -24 as originally filed 

Claims, Numbers 

1 -1 1 as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the intemational application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under 
Rule 65.2 and/or 55.3). ^ 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure 
in the intemational application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
M claims Nos. 10,11 

because: 

13 the said International application, or the said claims Nos. 10,1 1 relate to the following subject matter which 
does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/ 
or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the Standard. 

□ the computer readable form has not been fumished or does not comply with the Standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: 

No: 

Inventive step (IS) Yes: 

No: 

Industrial applicability (lA) Yes: 

No: 

2. Citations and explanations 
see separate sheet 



Claims 

Claims 1-11 
Claims 

Claims 1-11 

Claims 1-9 
Claims 
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Re Item m 



Claims 1 0 and 1 1 relate to sl matter considered by this Authority to be covered bv the 
provsjonsof Rule67.1(iv) PClrx;6nsequently, no opinion will be fon^ulated XSpect^o 
the industnal applicability of the subject-matter of these claims (Article 34W(^ |) pc?) 



Re Item V 



a^^T TT"* *° «*^P applicability; 

citations and explanations supporting sucli statement 

1. 

Reference Is made to the following documents: 
D1:WO01 68645 
D2: WO02069901 

Wfth regard to the prior art disclosed in the documents cited above the subject-matter of the 
present application, ,.e the compounds of fomiula (I) according to present claimT does no^ 
appear to fulfil the requirements of novelty, cf . Article 33(2) PCT- ' 
The subject-matter of claim 1 overlaps with the generic disclosure of compounds of D2 (see 

Chosen as NRaof P^';"-^^/,^^^™^^ '"<e Piperazinyl (see p.7. 1.31-34) and xTs 
cnosen as -nh or -NH (see p.7, 1.5 and p.7, 1.1 1) 

Thus, the skilled person would seriously contemplate working in the range of overtap and 
moreover, sa,d compounds of D2 exhibit compamble cathepsin inhibitory artlvity l^^Ts 
Claimed compounds and their use cannot be considered novel. Akhough m e«^rte 
compounds Of D2 fall within the scope of the current claims, no novel technical teacrg can 

dt=Z,r ^DaTt^'"' "^T"" '° Claims oreMh^ 

oisciosure of D2 in the sense of a novel selection 

Irl^rfTT °' '^"^ ^'^""^^ compounds on account of the obligaton. 

presence of a benzamide moiety in the molecules. oongaiory 

2. 

ilTe^fulTs^^r^'''^^^^^^^^ '^'^'^^ '° compounds of fomiula (I) according to claim 1 . which are 
useful as cysteine protease inhibitors In particular cathepsin S inhibitors. 
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Documents D2. directed to cathepsin K, L. 8 and B inhibitors is considered as the closest prior 
art document. The compounds of D2 have the same structure as the claimed compounds (see 
claim 1 of D2). ^ 

The skilled person would in the view of the preferred embodiment disclosed on p 7 of D2 
senously contemplate working in the overiapping range of compounds of D2, with the 
expectation to obtain further cathepsin inhibitors. 

Thus, the technical problem underiying the current application has to been seen in the 
provision of cathepsin inhibitors which have an unexpected advantageous effect with regard 
to the already known cathepsin inhibitors of D2. 

Nevertheless, there is no phamnacological data in the present application that show that the 
claimed compounds indeed possess the alleged activity nor evidence for an unexpected 
improved effect compared to the compounds of D2. 

Thus, in the absence of evidence of such advantages, the requirements of Article 33(3) PCT 
cannot be considered to be satisfied. 

3. 

For the assessment of the present claims 10 and 11 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The patentability 
can also be dependent upon the fomnulation of the claims. The EPO, for example does not 
recognize as industrially applicable the subject-matter of claims to the use of a compound in 
medical treatment, but may allow, however, claims to a known compound for first use in 
medical treatment and the use of such a compound for the manufacture of a medicament for 
a new medical treatment. 
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INTERNATIONAL SEARCH REPORT 
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A. CLASSIFICATION OF SUBJECT MATTER 



IPC7: C07D 239/42. W7D 401/04, C07D 413/04, A61K 31/506. A61P 19/10 

According to International Patent Clasaification (ipfc) or to boih national classifaSu on t^nd]^^ 

B. FIELDS SEARCHED ' " 



Minhmim documentation searched (classification system followed by classification symbob) 

IPC7: C07D 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 

SE.DK.FI.NO classes as above 



Electronic data base consulted during the international search (name of data base and. where practicable, search terms used) 

CHEM.ABS.DATA. WPI DATA 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



ataUon of document, with indication, where appropriate, of the relevant passages 



WO 0168645 A2 (AXYS PHARMACEUTICALS, INC.), 
20 Sept 2001 (20.09.2001), see the claims 



WO 02069901 A2 (MERCK FROSST CANADA & CO.). 
12 Sept 2002 (12.09.2002), see the claims 



Relevant to daim No. 



1-11 



1-11 



I Further documents are listed in the continuation of Box C. See patent family annex. 



* Sp«dal categories of dted documents: 

A* document defining the general state of The art wW^ is not considered 
to be of particular relevance 

'E' eadier i^plicfltion or patent but pubKshed on or after the international 
filing date 

"1/ document which may throw doubts on priority claimfs) or which is 
ated to establidi the publication date of another citation or other 
specicd reason (as spcxafied) 

"O* document referring to an oral disclosure, use, exhibition or other 
means 



later document puUished aitcr the intemationa! filing date or priority 
date and not in conflict tvith the application but dted to understand 
the prindple or theory underlying tnc invention 

*X" document of particular relevance: the claimed invention cannot be 
considered novd or cannot be considered to involve an inventive 
step vAen the document is taken alone 

*Y* document of particular relevance: the daimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more o&er such document^ sudi combinatiaQ 
bdng obvious to a person skilled in the art 



Date of the actual completion of the international search 

24 February 2004 


Date of mailing of Ifae international search report 

2 5 -02- 2004 


Name and mailing address of the ISA/ 
Swedish Patent Office 
Box 5055, S-102 42 STOCKHOLM 
Facsimile No. + 46 8 666 02 86 


Authorized oiBcer 

CARLOLINA GflMEZ LAGERLOF/BS 

Telephone No. + 46 8 782 25 00 
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WO 0168645 A2 

WO 02069901 A2 



20/09/2001 
12/09/2002 



AU 



4576401 A 



24/09/2001 



CA 
EP 



2439415 A 
1372655 A 



12/09/2002 
02/01/2004 
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Box No. 11 Observations where oertaln claims were found unsearciiable (ContinDation of item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article 1 7(2Xa) for the following reasons: 

1- 13 QaimsNos.: 10-11 

because they relate to subject matter riot required to be searched by this Aumori ty, namely: 

see ex-bra sheet 



2- Q Claims Nos.: 

because they relate to parts of the international application that do not comply with fte prescribed requirements to sucii an 
extent that no meaningful international search can be carried out, specifically: 



^' n Claims Nos.: 

because they are dep^dent claims and are not drafted in accordance with the second and third sent^ces of Rule 6.4<a). 
Box No. Ill ObservatioDfi where unity of invention is lacking (Continuation of item 3 of first sheet) 
This International Searching Authority found multiple Inventions in tfiis international application, as follows: 



^ • Q As all required additional search fees were timely paid by the applicant* this international search report covers all searchable 
claims. 

2. As all searchable claims could be searched without ^ort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

3. As only some of die required additional search fees were timely paid by the applicant, this international search r^ort covers 
only those clahns for which fees were paid, specifically claims Nos.: 



4. Q No required additional search fees were timely paid by the applicant Consequendy, this international seardi report is 
restricted to the invention first mentioned m the claims; it Is covered by claims Nos.: 



Remark on Protest QJ The additional search fees were accompanied by the applicant's protest 

I [ No protest accompanied flie payment of additional search fees. 
Fonm PCT/ISA/210 (continuation of firet sheet (2)) (Januaiy 2004) 



« 



• 



INTERNATIONAL SEARCH REPORT 


International application Ho. 




PCT SE 2003/001931 



Box II. 1 



Claims 10-11 relate to methods of treatment of the human or animal 
body by surgery or by therapy /diagnostic methods practised on the 
human or animal body/Rule 39.1. (iv). Nevertheless, a search has 
been executed for these claims. The search has been based on the 
alleged effects of the compounds/compositions. 
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